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(57) Abstract: Remedies containing at least one member selected from the group consisting of cholinolytics, monoamine reuptake 
inhibitors, lipase inhibitors, selective serotonin reuptake inhibitors, insulin, insulin secretion promoters, biguanide, a-glucosidase 
inhibitors, insulin resistance improving agents, IIMC CoA reductase inhibitors, anion exchange resins, clofibrate-base drugs and 
nicotinic acid-base drugs and a compound having a $ 3-agonistic activity. The 5 3 agonist has an activity of inhibiting urination 
disorder. When used together with a remedy for urination disorder such as propiverine, oxybutynin hydrochloride or tolterodine, 
it exerts an enhanced anti-urination disorder effect. When used together with an antiobestic agent such as sibutramine or orlistat, 
it exerts an enhanced antiobestic effect. When used together with an antidiabetic agent such as insulin, glibenclamide, acarbose or 
rosiglitazone, it exerts an enhanced antidiabetic effect. When used rcgether with an antilipemic drug such as bezafibrate or pravas- 
tatin, it exerts an enhanced antilipemic effect. 
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«^^©@!JM^*U (Eg*«JSSg^52,p277-285(1998) ) . 'Mfct^WM 

&ffi§*¥iffi£ftX^Z (Int. J. Obesity, 21, S30-36 (1997)) „ ^hv^Xl 

>#lKIfit* U , ^cDfl^Et e^'J^ LTfl&t: ^ ;W-X/^ x n%tr-?-x 
*V777**>>*Wf>*l« («:>>- -'.h^ 36#2^pl51-157 (2000) ) . £/c 
7M**9-> (Am. J. Clin Nutr. 64, p267-273 (1996)) , *Z)\> h 7 V > (J. Endocrinol. 
Invest 19, p727-733 (1996)) ? (Drugs 55, p85-120 (1998)) , 7;KK*1^ 

> (J. Clin. Psychiatry 57, p346-348 (1996)) liSnH^mtLXftMtiStlXV^ £tz, * 

tmmrn. mm, mmm m&znx^z u. ok. pharmacoio^ 37, P 453-4?3 
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u Mtto^o-c-ii sf-^y-w&s {Rimmm^ mmmi, P i47-i85 

(1997) , 188, p491-495 (1999)) „ L^U Zfth(DJ>XV>ftM%M 

max -moM&. mmtommmo, m^x^6^mximrbt^\ \xrr 

ftlUTO^S «gj^, 188, p504-509 (1999)) . a^n^-HtfBS&lfctt; 

7 frfafc—X (Ann. Pharmacother. 30, pl255-1262 (19969) , 4& ! J zK X ( 0 *B^|c 5 

5 (Suppl.) pll4-119 (1997)) *TOc-Oft*>tlT*JU, (Pharmacology, 43, 

P318-328 (1991)) , x^U#-h (Eur. J. Clin. Pharmacol. 41, p561- 567(1 991)) 

TW*&<5 (IS^©#^ filii 188, p496-499 (1999)) . 4>ZV>mfffl$m$l 

KWS5 5- 2 2 6 3 W6 0 5 1 1 8 9^&$g, W6 - 1 5 7 5 2 2^- 

&$g s 3— D'.v / *$fF|g 0 3 0 6 2 2 8 Diabetes 37, pl549-1558 (1988), Diabetes 43, 
P1203-1210 (1994), Diabetes 41, p476-483 (1992), ffiffifii, 188, P 500-503 

(1999) ) «t^t>tltl^ t Ea*^f©t»©i:UTMCC--5 5 5 (Br. J. 

Pharmacol. 125, P 767-770 (1998)) , GI-2G2570 (WO 97/31907), JT 
T - 5 0 1 (Diabetologia 42, pl51-159 (1999)) , KRP 2 9 7 (Diabetes 47, pl841-1847 

(1998) ) «tt»Ji:li »ffl>:LT^miliin, -SP0!H>*y> 

JMti&^m ^*^^©©i«F^^±{ff,n6 umoy&b Mm^iss, p goo- 

503(1999)) . 

h^^o, -□f.>^»i^e» hmg -co AMTmmmmmx 7°-7/u.^> 

(183**13* 111, p469-487 (1991). »ji$fT-Jfl4 34 6 2 2 7#) , i/>A?s#<?y 
(Atherosclerosis 101, pll7-12" f!9 1 ;^ U a #4 4 4 4 7 8 1 , 7^/U^f> 
(KEi 1 1 (Suppl. 1) P153-180 (1995)) Y 7hP^X5?^> (Am. J. Cardiol 79, 
P1248-1252 (1.997)) , ir'J/^^f-V (Atherosclerosis, 135, p 119-130 (1997)) i>WiXi$i 
titixm, ■~ A^.X^^>a^ifeSci.65,pl493-1502(1999)), S --4 5 2 2 (Bioorg.Med. 
2 



WO 01/54728 



PCT/JP01/00553 



Chem. 5, p437-444 (199?)) «*i^^&6 0 HMG-C o A3i7n^Pl^iJ©iiJf^ffl^ 
IX fgflBPff, fmmCDlM, CPK©±^ *W?-m& (Mol. Med, 31, p544-549 
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>;h-;k -n^v^i^^xD :uih(DBiimtbxit, mm, am n», 

mmtmr. mmnm, mmmm\t\fhn<h (Moi. Med. 31, P 544-549 (1994)) . 
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»«1 7/to~-;Ml*j-UT, MS 1 - 1 - S^l/W^^nS, Z.<DEUfo& M 

trh-hu»K N, N S/^WMT? K##W£>n. ^n : n^^fiU^i 

£ 1<TM^£ n<S„ i: L-Tfi, 7^ n -)V 1 g U , i 5 m l *M 

try ^Xg^W £>;h, N, N-X-i' V^Dk;>xW5 UT#j/Tv£*i 

So z<mmmwm\m&. 7)^-Mmvx\ m% 1 - mm>vm^}^^ 
zombi*. awt o°c^mwmxm&-r?>zti)m^v<\ m 

7-tr^ (Ac) m<DmM& mm&mcDftter. 7J^-M^mmttdm 
7,no- -,*[, } g &t~ y , i ~ 5 m i jgjg*sf»$ ns 0 M£#J ut & h u ±*)W * 

X N, N-XVyy°Dh°;l/Xf-;l/7^X Vl'U *>*X N, N-X^^KT^y tfUX'XH 
3fg-n7:;l4iiK^7K^ti§, Z(DU.mX -2 0-8 0t:, #C O'tx-f^fgn? 
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-« (v) xm-2n&4t£m& m^mm-tmt^m &itv<&-m£ cv> ~e 
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"f-JVV U ;i/7i? b 7 ^ K (TMSA) . N, O-tfT. (hypWl^») 7ir*7t b% 
^#it^^»^-tf> (hmds) , tf* (KU^^;^>u;W ^i/7^i)0A6i:, as 

fiffl(^W^iRmhtC&*i:v>-5||ft (r h9^KD> l/*-X (Tetrahedron Lett.) , 
1 9 8 6^ 2 7#, 24 5 1J©j&**U, ^.(7)^^3ti:3ilK« 31 fc**T?t 6. 

-fife* (VII) ^k^%t i frM«»y, HKsS (I) T^^^ib^tl^®S 
»4^Wi:bT#^[^T*$)U, HftaS (VI) 0=hDft%3t7icU7^> (7xy» fc-f 

5-:rc#^« 0 mmmtmLx, -m> (vi) ^fcm««6y*^«ia^*:5» 

m&t*x*mzt¥x*%% 0 

ttz, -« ax) ©i^twitiij, . -he* a) xvr^n&iti$%£mmm 
%*mfo£ bxmmv&v. R 2 izmtm*<DmmMt&-t. (mm xmm& 

it&m. X® 0^*?- (C kaiser) b, *7 ^x-fi^V ^XbU 

~ CLMedChem.) , 1 9 7 4^ 1 7& 4 9R) (I|3^«^fflV^THl^ (VII) 

<DikG®)<D7$y (7~vy) oxmy&zmmt&ztsz* (ix) -c^sti 

sitsmmbft&o m& r ! ' , r 3 ^^ii-s^M^v >»7 § 
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R 1 ' ts <fc t/R 3 ' ©zKi&^D&tgSfc© b y x^.^> U fb5tHD77 >#8&ft 

i: 3 ~ 5m^)uof b ^ -fmry^-v A7 d u k ^t* 3 o #~ 5 M^i-r 

S-fcK.fcUJW^-CtS, Y, R r ^fol^T^^a^aSfO^^l/S^^^^^A 

y, R r &m&7$y(DimMo7 j t?-)i>m<Dt§i£& *$;~)i>&t"(D®M*gMxm 

a. 

-m> (iv) f^5n^b^ii*a«nT?*y, &»»T6;w- 
y*m u a ^ * mmm^s o°c-<mxm -• * d nrntti^ £©iifi#n?iMfc 
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Mb* (XT) C:*Jtt3*a38l/C Rs*/ciiS(D^Mtt#:^f§J:9fc1-6i|r^(C 
& -IM (XII) 



AM (X) Tv^^^^^tJ^Mia^^^^fflW^&T, ^>"eM7c1-6^^^J:Ut# 

h ftZ> . ±K©a7cKlfcJ£. rh7fc H d 7 -7 > 4* ^liS^T-fr 9 w ^ *U\ £ ft 
^©^5;l#My©l^ic;^©S^i« (E. J. Corey) £>; # 

-? #~tf-->y? TZXhV- (J.Org.Chfim.) , 19 9 1^ 5 6#, 44 2pj(:.$ 

HIM (X) TvT$ft&{b#«M7GUTH« (XI) Ml^f^/diM 

ipr* o *c -me 1 - 2 ^ft^/K^bT" b 'J 17 A7jc«& Z07)Vt> V mrrnxmpit 
it (iv) ^b^&#5&$l#-e£&i- -jkss (xi) frh--m& (IV) 
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(x) x^Mit^mmmx^h y , mmffummt^ (tctfu& ? 

Hfe > (A. A. Larsen) Uy-?je)V X T-f V*t)V >T 5 7, h U - (J. Med. Chem.) . 

1 9 6 7% lOa 4 6 2mZ\H*Jrt*f- (C. kaiser) S>, t~f *?r 

■iV-ffr >r\'AYV~~ (J. Med Chem.) , 1 I ?t 4 91) tUIW: 

% (v) (Dit&mmmmxfoi), -im a) T^n^b^^/s^ag 

-tta (v) <?Xb£m -*fc* (xiii) 



■o^sns^b^h^Ha* (xrv) 



c*k mmm*. ^mmm-i- (nh) *^M«^*>Tst„ r 3 '&or' , /%n 

h'J7MD^« ffiiRTJHMWfc H7^& NR 4 R 4 , ~hntt£ 

t Lxmnm$nz&oyx*&tuMKm.$ti&^i>K m^mmmmzm^mx^^ 

(Xffi) i:HK5$ (XIV) X' d^J^f *^(^« : f®Ji^, -fi 



Y 



HN 
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YyKn379>mnbtk mmtitix mm^K m^W^K mtn-v 
K*^l%^%!5£ (xiv) £#i/ti~i o«;PM-rs3>^w-^Li\ 

SJS^31V^^(i XlK ("O^-O *rz.M V-9-XT-1--- ^>/^> (Bull. Chem. 
Soc- Jpn.) , 1 9 8 5 2 5 0 4 K) ^U^O^m^-oX, $>&\<Vtt:<Di&& 

mm^x-M^ (v) [Yirr zyvmmzMk-fz. ] ©ib&«&/rr6^#n:£ 

6 0 ---«t"~c ^^;i/*^A75 K&s^l£7t:h~by;i4^ -HtM (XIV) <7Mb£ 

fofcttl/CHBfc* (Xffl) ^b£«2~5{g*;k 4 0%7vit*V ^A»7^^% 5 

~ i o^e;k ftm-nisT^ zbizsWtxvyAtto. 1-0. ssjjjp*, 

b 9 0°CT«y<*U£„ 

7^>0{^ISY^B^IS«3J:{;J:'X H« (V) [Yfcfekff^fc;tl*-r 

^7^^A-^^M^i:UT7j<^g?1-S*\ ^b7j<^-i^K«|-r^ci:{;c}; 

y t*(omm*7w v xmmz ztiz±» (v) iy i&mm¥zmt&. i 
coit^mmbti^ 

&tz. (xiii) (Ditimvx t^mmm^ -« (xw) oitswtmm 

i~io h y 7x-M^7^>i i-io Sfi07y'^;^>^x^-;i/(7)#S 

-im (xiii) co^bfrti^ rUKcD7^y7^^-^^r, mmYvr^y^mu 

ru^3^>^7 ^j^j ~)W$mt-tz>z. txmmzm bm-t u\ 
t, tmo 2 - - 7D * xfv'i/7 s y|Mb*i&&«^ f-i-y^h 5 ; xw s 
^ i« (v) vit&mix wmit^xmbM, t*t>-bs him (xiv) 

fc-Hfe (XV) 
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(XV) 



im\ zi«?:iu x* • ^ay>m*mtz. mmix mm?, mm 
?&tc&s mm-m^Ht* */m. b^jm^m^j^ym^^mommtm 
zmtz. ] -« (xvi) 




btbtz&z*-m, (xvn) 

YNH 2 (XVII) 

5$ (V) (Dit-^mhti^ 

hssss (xiv) <Dib&fa<D5*>. w=.®mm?om, r 3 ^mm, ^oi^ 

« (jT/U (S.RPopri) & '(>f i'7> -M-- #7 >t 

^MJ" •tr; ? i-'H> B (Indian J. Chem- Sect. B) % 1 9 7 6^ 14Bt, 371 

fc**e3*. r 3 ' &mm?*i&&>7jmoMt£m& 

(^F 5 >x;KR.R.TidweU) 3-ne7> #y ^fV^-lvt' <r 

? X h U- (Eur. J. Med- Chem.) % 1 9 9 7#\ 3 2& 7 8 1 M) KgBUttfXb^&M 

mmmi-cDit^mttm (t^v (s. p. p 0P ri) h> v^-i-^ #7 ^^i-a r 

ZAhV- (J.Med. Chem.) , 1 9 7 6% 1 6&. 4 2-5H) tmffltm* ±Btm 

mmwmt^ztx^mm, t/t, r* t^rjwvmit^&m <r. 
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S. Kapil) h , ■< y r- V 7' > i/\ "A"? ^5^h U - *fe ^ ^> 3 > B (Indian J , 

Chem.Sect.B) , 1 9 84% 3 Bt 2 9 6K) izmmmm^-CX £f8.btzik%® 

*±mt®B&wmmbT%$x%z, she. fmt.br.. cxvm) 




(XIX) 



*>HHb£«, -« (XIX) 




(XIX) 



t&&ftyifv>^m\ -« (xx) 




0 2 N 



i^il7C«{rffl3SaS«^t^«]:0, -« (XXI) 




(XXI) 



$R*%jmmtz>ztiz£t)> -*m& (xiv) (DiiGmmbtiz. 
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hbss (xviii) (xix) (Dii^mx Ttimhtx&tzfrb&^zMmr-vm 

4 6t 84 SM (1 9 8 8) ; Yuki Gosei Kagaku Kyoukaishi, vol.46, 848(1988)) 
iaEf^#&&&^J£S:j$ (C.W.Holmpfelet.al,Heterocycles,vol.48, No.8, 1513 18(1998)) 

m& (XXI) 0>tt&M$, (J.I.G.Cadoganetal, J. Chem. Soc.,1965,4831) £S5 

mmmmMbx, &mzz.ttfx<g& a -r&*>*>> (xx) ®^^?rbU7^ 

SJtg%ftv\ -r*b£ (xxi) ©^^iy-;i#i#4li5cfci?^„ ttffli-S7^77 
^ h t urn h y x&)\,y.**y 7-i vmm b < . im-t&mt bxm^ i o 

#JjF$n. 2 - 4 v3 - £ »J ■&£ U \ &&m& 8 OVfrb 1 8 0t;*%!l^ 

s*k cfcy l < (i 1 3 crc^b 1 7 ov.mw<-zn&» &&mnz 1 2 4 B$ra 
*R«^*::fcfcJ:y-4« (xiv) x&isftZib&famhtiZ, 

£ tz, (XIV) CD -5 *>, Wa«fe »(7h7>7 *~ (P. O. Stransky) 

h ^ ^ }]/ ^ -/ > r § ^ y-tj-xf^ - h 7 >1f 7 3 > 1 (J. Chem. 

Soc. Perkin Trans. I) < 1 9 8 2^, 1 6 0 5H) twIBttfD3 , 7 h^>^> x /7 

Sfc^fcttS. W^HHW^ii^iW (^a'JX (M. M. Joullie) 

*7 t^rlfyi-* h U- (J.Med. Chem.) . 1 9 7 8^, 2it 108 

4m izmmo3, 7 kp^>^>v^7x> 5, s-^^Kfcy*^ 

7>>l^ "^AAY Hv-Y FXMjzLX 3 , 7 Ko^^VVWxVfcl/A 

±ffi^«(i7;^;Wb^6^(^gI{bW^Wti-s^^W§?>^, 
^KsKm-T-** (XI) 




(XI) 



N0 2 
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ifc, *^il!#$£UTH« (X) 




N0 2 



imMi^st -HKs* (xxii) 




N0 2 
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(X) <D4t&tot~$m (V) <D{k&fat(DgJ&&. $M ("7--fe> <A.A.La«*n) 
h, is\>-T)V .4-/ *94Vf)V ^Ah U- (J.Med,GheiaJ * 1 9 6 7# N 1 0 

*\ il7L-Pti«{Cffi«0^\ ^ICD^ (#JAI»>ft (KAchiwa) 7 

>K -/)Vf-i y (Chem. Pharm. Bull.) > 1 9 9 5^ 43t 

?4 3I*fcW (RNoyon) ^t-t^ #7 If 7^U*> Vif 
-T"-f (J.Am-Chem.Soc.) , 1 9 9 6*P, I 1 ,8..#, 2 5 2 ! M) & t 

ttz, %^zmmtbT-m& (xxhd o 




(XXIII) 



[5$K R 1 ' WiBi:pjl;;|»^-r. ] T^^«^»^-IM (V) [5$*k YfcK 
£it mbt^yymmtijJV^-)m^h^M^ir?>^t^t), (vi) [5$ 

8a^^©^T^hD»^jifntSwi:T*-Jl^. (VII) ^b^*W<b*i5. ttTffimt 

mmmmx^m, a) ^t^a^n*. 

&mitbx& mzismu^mi-h v ymity-fJt^ym^hvvA, *mt 
^7Jt^m^&mm\ihnz>. 7&~)W)***>~)wm\t7$y\zttbx i - 
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3mM #*U<&1~1. 5fe*)VQffl*ft&. EUffiBi&lts m&<m&i>WR£f& 

m*. **) m )w>i o*T)vzi~mm$x\ u*i<i»t«* 

vm* v v v&murmt>nz>« mmm-m&wt, &e&«&imz*zx&» 

-tta (xxni) bteite R r x-nmntcr* h?xy >M**£Mm?iizvt* 

— ;t7" •*/ jtVifi/ tT^jl)\> ^itXT-f— (J.Am.Chem.Soc.) . 19 57 

U, 7 9t 6 5 6 2H) iz§m^mm^wmx^^ 

£tz, 2hKm&£bX. —B£ (XXIV) 



*3ft$73>fc, HKS (XVI) 



(VI) [m Y^«?»U AlfcKISS^siffi^U R'\ R 3 'fcJ: 
74V&£) cDi -9 &-/u h >«^©«Tt:lTV\ -« (VI) [<IU Y&*j»F 



OA 





(XVI) 
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z-ifit. 3 Mt&mmhftz. msmtiz. ttzits 

tz>. mmmo-mmtt, -m. (xxiv) ©7$>©fi^§& -#s£ (xvd -e 

Slit -iCi O-l SO'CTr&U, ^l/<li7 0-| 3 0tre&&. s^tist 

(xxiv) 0fb#$!&R r T^MiivvfD^ h u ;i^?i#»n> tztxit 

&maMz%&®m t ^7 at vmm$c^mm& zt^.o, mmmm 
. mmzmtzz t¥v%z>. ttz, mmKHm cxxxv) ©w pp: 

$ Wv^||My©«"F7> : & ~7 51 £$gM?$t$ willed; U %ht\h« 

«TiE©31U, HUM (0 0Mb£$H±. 29{OI^^mtt*at§4bll§. ifcfc, 
HKsS (ID tf>fb&$» 1^8o, -j&5$ OH.) & ^4o0^£Sttft*$££W£&. 

#mxm*. m^mm^nim^ m^oym^xm. ±mvmmitz&m 
tot, Mi^tu^H^i ex) ^/d* (xxiio <D4bim^mfgi'-t\ &<5<^ 

f±7^b£«LTOH« (IV) , (XI) ttzlt (XXIV) ©lb£»bU^l/t.. 7* 

3ffeWH>*i$. IsMit- ()V) v (xi) sfcfcji (xxiv) ©ft£»MM^Jim 
(xi) (xxiv) oMb^tD^^ter^m^^^-r**^^ 
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wl mm y^mo^ *> m^mzm^mt<Dmmtbxmmn-^ mmmxm 

tz*&m:$>&m&ax z.v>± ? iz LxuhfttzPrxr-i/Xv-vrnmix ±u®mi 
iz£*)mm£.mzQmi<ft&> %mmommzmfflmzz.£iz±v. xvm®. 

mmbx, mmj$mt.%tz.tt>w£L\.\ m&wzm-$nz->mtbxix mmi 
ivvmv* *;h?;i/d-x& zm&m* mm mm. mm%.zwmisnz>. z 
tohMt^zthm^tmii, mi m> mm, mi ^n->- 
?i$mmttmi&mhz.ttfxzz>. %(Dimzmmmmmutmtm£x$>& 0 * 
<ommx fc^wffi, tm. mtt.0)%.^z±ixt£t>z>i)K -«i«ibw: 
U o. d i~2 0 0 0mg^iig^raiHi(rwt:^^ns o MMs 

mz~ttfxzz. *m<Dmm*m& t *"tz>m\sx\*. \ -wmizmmbib 
xt±^i>i msizz^xix m^-mizimzft. ^zmLxm-^mzmmmmm 

fth lit'* iXt^\ 

(Dit-~mizwMztk mix rmizmmmt. b^mmxm^tm^rm± 

-mUzmm^M (New Current 10(18) P 2-7 (1999)) . MMIX MSI*, BMI (Body Mass 
Index) **25£U:©Afc»U Z\(DW&Xt& ifeftiJEE. ^B&filSk «I^%^LTV^A 
0iJ£j&* 25 OT^Afrjr^T^V^B'^lT^^ (Nature 404, p635-643 (2000)) ., f£^H 
IX 1 • II II i»^'i»jU^ 

*©^t**s. ii«e#3(3; y wmmmmmix a 

MBMIi 140mg/dl &..t 7og ftil^Mil 2 H$SH£** 200mg/dl PAtX'hZ t *b 
(H#Kgffc fgj^ffl 55^p247-253 (1997) ) . «iM|iE^(^. MziUXf-D 

®?x$>z> 0 mmm.o)tmm$ix : kmuzr-v 22(Wdi ^/otr^Y k 
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150mg/dl #Jr.> HDL (ftftft U >K£ X^TO - 3 l/^f P-;l< 40mg/dl »^V>^ gB«<#* 
<fc €) (Molecular Medicine. Vol. 31, p544-550) , 

*mx\ wv^mix &**n>mmmmx*mx m mm 5^ P 2?7-28? 
(1998) \mmntzm*)T>h*), mtwrn. «7^jK3h?~-k *g®k*#x 

7>-~x M^Dtf^UX MrrB^jWtffcttS m%m£g£ti& 113, pl57.166 
(1999), Eur.J.Pharmaco.349,p285-292(1998)) ii\ ftfC, i£$^#X:?^X «7' 

d tf« y x h;Pr dx*x»£ U^©£ LT#l/j^tiS» 

JTzymmhnZit&ztmmVv-i-Ji wm^^m-im (2000) Kffittsn 
XfcU, JiftWm 0B*.& X7>7$X ^W*^>^X 7-aD#+r^X ^X;>7 

WW-tDh-VSf&lRRfl^iJ (SSRI) li. tPh->MU3A»«ti^^^ 
7^7 K l/r y K « >®Sfty3^l6%^^V>fe«^^^V 30*2* 

P137-140 (2000) izfflS&tvc&tk HftWm ffliAJi. 7^i/?j-#t^x ^hwx 

K©#ft?% C £ # J. Clin. Pharmacology 37, p453-473 (1997) OT*c£ tlT fo v U 

«r(i#;py 72 «y Wfl l^vNli: UT^(f StfiS, 

x* y x^iM©sifij^ me tmK M ,***jvzmct*> z t c j: u 0 *»^xx7 

y>M««:WW^> 188, p309-313 (1999) KEi^TfcU, 

ja^«c& ite#f?F, y y \£V h\ ^y#^x>\ yy^ey h\ h? 

K. h^T^K 7-feb^#it^K ZxvWuKA h\ 7*y^nbv^K 7 7'y 

w^7*y-K f-r^y-^K, s^y y, ^cw^^r tf^^i 

- h\ 3 f-//y - U vfc,©*; UTfiW^Fti*. 

&a>WJR£-tt&V Vj: -5 £ £ £%#©#& 188, p496-499 (1999) KHB$$n 

^y^)y$mmmm^ n isim© o^s^xxy>«t*£2£#^ 

««BM"e(s; mAiiy mm^mmmz> (n^i88,-p5oo-503(i999) ) , n 
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imiit*. ®m-£ hnyu^vx feWj^^/x d^wj?xx Mcc-555 , 

GI-26 257 0, JTT-50K KRP-2 9 7^j^$tV ftCWJ^l/X 
D Vtf U * XX M C C ™ 5 5 5 v 6 1- 2 6 2 5 7 0, J T T - 5 0 L KRP 2 9 7 

hmg c o hwmmmm^ 3 u^n-A^ms^pmrnrnv^ hmg 

c o AMTimm^mM^^ u , i <d$?»# □ ux?B^jwm>*y&z § (m 0 i. Med. 31, 

p544-549(1994)) , ^fW*j£l& :/->;l7^f>, $/X*X#^X 

V, Thn/U^f-X irU^U^f^X ^;aAx5?^X S~4S22#|f^. 

tmmtmm i6, P i5o-i69(i982) ^m,^nxm: mmux 

5X n 1/^5 h*j&$te$*i&. 

* P7-< b^Wl£ ^ARa««%#^ ( Mol. Med. 

37 ; p83-90 (2000)) „ fli*fl*JK& 6lA : & |07^»K :XV7Y^~k ^ ij > 

-n^yit ~n^-;K -irUh-;k =3f>»>37iD- 
®M«^^iJWMfc, /9 3«^^^^iJ^©^M^(^^(-t6^I^i:b^-r6fc. 

□ui^iff>n<5 0 iropsiii Mmmm ta&m-m P i5<>i66(i999)) m*?x, 

zonmmx « mmmir^tizx^xm^ztmmx^ -t>xv 
>mwmxDwwem£ bxmi hn&mmmmm>mmttz z z.o 
Mwmkix mmm^x. #&gm*%jM££^u to ov>mv£xfo&imm\x 
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td%%cDmmmmm^ ml mm*wm-?>z tcx-oxtm^^z.tiMmx^6, 
<<>*v >mmmwm& t isxmfhtozi¥mmm>k<D%mt& z t m$ 
%>„ z<mmmmt, wm&m-L, m,^mrt^z.tiz^xm^zt^mteh^ 
hmg-coa mmmmmmmm t Lxmfbtizwmmm&<rmmtt& z t &v 
zcrmmwm^ m m&mmt-t& zt&x ~>x.m*& - 1 mmx$>z>. # 
n:? , f 7 ^.„ hmmoMW® t bxmibtizfiM^m&cMmttzz. t mzz. 
zmmmmx m, m,ft*mfttz> z.t^ -jtm^z z. t mmx&z. 

mm 

mzwiwfz tzto<» mxh u , tew&iw&w-f s >, ^ 0 3 

f^lST*&6tt&$!ati. (R) -N~ [3-- [2™ [2- (7-bb'D^-9H -M 
/*/—JV- 2 —IM**/) x~r-;i/7 ? 7] - 1 - b: ^u^y^i-)V] 7x.^] p< £ >7 
;l/*>73 KT'&So BUT, Pj^k^bfi. (R) -N- [5- [2- [2- (5, 6, 
7 , 8 -fh7k:FD~9H~ f})VA s J~~)\> •••• 2 — xfv>l/73 Jl - 1 -fc K 
u*y3L*)V\ : .-.2-tHDWi-;W ^3?>^^>7 5 H\ -fb^cd (R) - 
N— [5-- [2- [2- (^>i/f^7x>--3-f^>) x*;l>7$7] 
KD^S/X^] -2-tHaWxr;i/] V^V75 K fl^dte, (R) 

-N- [5- [2 [2- (9H-M/^-2-^;m^) 3&)VT\A -\~ 

bKP^>x^] -2-bHD4^7i-;l/] ^^>x;l/;.fN>7-? h\ fb£4*e& (R) 
~N~ [3- [2 - [2- (9:H-M/V/-;K2 X^;K7*7] -1- 

bKD#^xf;H 7x^3 >(j?y7>;^>/^K <b£%ffcl; (R) -N* [5- 

[2- [2- (9H~^/-^ xf-71/7^7] l-£KP^7x 

-2 k kd^7x~;W — n x n •-• V £ y~}\/:A)vy 7 ^ K it&®>%& (R) 

-N* - [0 [2- [2- [^>V'7 7>~3- xf-;!,7 5 7] 

HP^$/xf-;i/] P tV7xx;1/] •■- N., N-^^V7>;l/7 7? I\ lb##3h 
IX (R) N- [5- [2- [2- (9H-M/V-^-2- <)\<Jr**s) xf-;U75 
7] - 1 -hKD^>x^] ~2~7PP7xxi;l/] ^^>7.. } kh>7^ K i l& 

(R) N-- [5- [2- [2- (9H-7j;i//S>/-;u-2 <i >)/•% x^;U75y] 
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Mao«^(l|Btta)^z3(Sl5X, Hlfc$ (XIV) fc**vt\ R 3 ' i)^y^M^y& 

x\ wrm^^X'fr&fc&fot. (xv) v^n^yu^x.^y^m^ 

$ h'^ypfrTZ >£BU&%^£Z.blz£*)^ HtS3$ (V) T'^n^.N-^>^>- 2 - 

(7 ;<>i/)lsA*P 9H-XJW*/-)V~ 2 yimhfth* 

z.(Diki$mt-%8& (iv) fcfcwcR 1 ' *^?K3l^-?t?*^b^tt4:£JC^ 3l£$St^h 

R f = o . 8 (?dp ;tv ! iA/ ^ 3? y 4/i ( 7 >; Hfc) ) ; 

Mass (m/e) 4 5 6 (MH 1 ) 

^ibliWO9 9/0143 1fi» Mc-i ISRHHFF 9 - 2 4 9 6 

bh«Mi£M©«^(D«li, Takeda M. (J. Pharrn-Exp-Ther. 288, 

pl367-1373(1999)) fCfcTfro/c BP*,, #;l/ArJ-;l/ (0. 5xl0" 6 M) II^SW 
^:^f, te^fcTa, b, c d, e, f, g, h, i, U >©»ffl?:i'^. t 

fb£t)a, b, k d, e, f\ g, h, i, "/W^UX ;t4nV7'f-.™>, h^rP^Xi 

&*io\ io\ io 8 , io*. io*, io\ io 7 , io* io*, 10* io* iq h mx^m^BMSM 

MfeifiRl^fefe 10 9 , 10* 10 10 , 10 i0 , 10* 10°. 10*. 10* 10\ 10* 10* l6°MX 

ix ^mmm^&fr^. m^^u^^yt^iomm^&\ lowt&^b, 
m 10 M{t^c mmit^sd. loWb^e* m : UihiWjfs lo^n'b^g.. io 8 m 

it$mh. io*m i (Dm^t>^xmms.Mm^t^nu^±t::.^, 

^MWMZMtz. ate, w\i rt*y-zf-?~yb€* iq«m Its® a . i&k itMs b. 
io la M^b^c, lo-'Wbfrtid, loWbfrtie, i^Mit^f, loWb^g. ltm 

itftfaK io^it^mim^mxmmmmim^m:mxrzt::.6. jwfccjfc* 

%M$-&fz, * h rM, idM b;i^n Mf fb&i a ; itm fb£ti k io !t M 

fbStle, 10 10 M 4b£tJ d, lOWb^tle, lOWb^tlf. lOWb&tlg, lOWl&tl 
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yn^yx Y)V9vyy\~&<%h*izmfcm£.Lx<Dm s iz-o^ 

X, &MbCDj3& (BmSB 113,pl56-166<1999)) i^ot»t5t *S*-§-fi£7W^ 

mx<DmmwmMm#)hntz, 
[mm 2} memmti) 

mmm*2*n*7ixmmmtt^v^ w\>m> ^ 1 nm™&&) - 

0 3 Uk&fac ;0.3mgfeg. ffc£%d ; 0.3mg/kg, {fc&l&e ; 3xBg%- it&tiQg ; 

3mg/kg, <b£t!h ; lmg/kg, fb£#3 i i lmg/kg ) , &5l^fcS i BJktfQ 3 MM (ffc£ 

tic, ft^ftd, <b#»e 4 <b£«g, ft^«h, ^awi ) mm mm-mmmm 

b) ^2a§WP»UTSlWU. ttfi»£b^ SIB, fc&fcc fb&tid, {t#tl 
fcCCMU SIBM^c, SIBMMd, S I BrJft^ie, S I BIX 

xffc&fog, s i BRmtsm, s i B&mk^t) i mmmmxit, mmmm^ 

-^■5 c 0 , ]foEE±#W*<fc U8»n*ti/cw fcj&^T't/c;,, 

(s«J3] (I I) 

S&H tfb6»c ;0.3mg/kg, ft£®d 5 0.3mg/kg, iti^fMe ; 3mg/kg, fbMiSg ; 3mg/kg, 
it&fah ; lmg/kg, 4b£$M ; lmg/kg ) , Mv^'JXj?^ 3f1« (fkft 

«lc, fl&*e, fls^fcg, fl&fc.h, i ) cDMffl (£^1:^2^ 

b) %2JiMjgpts:#LT^wu, imzmwz. ^J^yK <t^ftc, <b^r#Jd, 
{k&t)e, fb&ttig, fb&fcih, fb£4fc i ©#3*&#8re& «fc^#&K^b**a*>tt 

*yKfttffb£i»e, *)W7s$vYJktHl&toZs XfrVAfiy h&tffb&foh, XjUV 
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mmm, «. m^twsar^ ^t\zx ?xm*i>t t mmx$>&, 
mm*) mmmmd) 

•7 VMZ % -f ypzt y > ( I N S ;0.2 U/kg, > $ 3 «i (fb#fcl a ; 10 mg/kg, 

fll£&c ;0.3mg/kg, 4b£tld ; 0.3mg/kg, fb&t?e ;3mg/kg, ^b^g ; 3mg/kg, fb£ 
»h ; lmg/kg, fb&tl i ; lmg/kg-€-tl^»P») , W^jilN S&£>'£ 3flffl& (<fb 
&»a, fb£®c, ftl^tld, fb£*fce, ib&fog, ^b^fth, 

»£Ufc. ccoiisfc wins, ftfttta, 4b«cl itmd, fb#ie> «tig, 
fbHr^h, «fit(^b^m^n^^o^©^u, INSStf^ 

tla, INSM'fb^c, INS&tftb^ftd. I N S&tffb^fte. I NS&£flb£fc 
g, IN SMWb£%h, I N S&tffb^fH i O^ffiJft^X'li ItCiiiWo/:, 

C«^'J5] tft«im»m(II) 

-WESftA^^V^XtC, ^U*>*73K (GLI ;10mgfcg) , /3 3M&iI tfb^fel 
a ;10mg/kg, ft^c ;0.3mg/kg, Ib^d ;0.3mg/kg, fls£$je ;3mg/kg fl^t/g ; 
3mg/kg, fc£®h ; lm^kg, i : Img/kg ) » ifcfcWiGL I&tf/S 3ffi| ({b& 

foa, 4b£tk\ fb#»d, fb&^e, ib^g, fb&tfh. f b£4» i ) 

tid, {b#^e, {b^g, -fb^iu ^b^ : 3 mm&mxix it^mmx^u 

1 br^?? a , GL I^tWb^cv GL I^tHb^d, GLI&tffls&tle, G L I Zit^b 
GLI^mb^tlh, G L I &Xfft&® i ©fJWJ&$Tr& «(::«#&T(f^ 
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tmimm tmsmm a i n 

M&mmmm^v^ u^y#y> <ro.s m mg/k g ) , 0 3 mm Mt&mc ; 

0.3mg/k& fffcS&d ; 0.3mg/kg> -fbittfe ;3mg/k & ib^Jg ; 3mg/kg, 4b#$Jh ; lmg/k* 

; Img/kg ) . *6V^R0S;^3MI)^ Wb»c, fbStid, *b#Bje, 
fb^g, ibftllh, fh^tJi) <D0fJ8 (#St#*(*Huiat:|slb) &2MSP&^U^ 
-^£>t£»U M^C^^n^^rf-Xffi^^L/co ROS, -fbfttlc. ffc&#3d, 

fb£^e ( fc£feig, i'b£r», ft^ifiliS^m MM^^%f>n^^o/i<© 

KfctU ROS^tKb^tfc, ROSMW&tod* K®iSRWb&foe\ ROS.^f/fh^ 

tig, RosBimb^h, Ros^mtm i mm^m-o^ mmfinrnzr^ 
mmmD mmmm uv) 

fcfcfmWtfi-??^ 7tJArf-Z. ( ACA ;1 mg/kg) , /3 3f^fjj^ Wb^c ; 
Q.3mg/kg, 'fb&tld ;0.3mg/kg. Ib^e ;3mg/kg, <b&fog ; 3mg/kg, <b£tlh ; Img/kg, 
;lmg/kg) , aS^fiACAM^ 3fp%IK Mb£4fcc, {b£fc(U <b«e, 

it&Mg. ib&Mh.. itimn (Dim (&mmmmmm mmmnm-ttz. 
tcDmrnku, M&w^£ti&tfjizi-7,m&M%.itz, aca , ^tic ^^d, 

Yb^je. <bi=rtig, fb&tm, 4t&® 1 c>&.m&ve& m%im^tf%hft&fr^tz(D 

ACA&mb&^c, ACAMHb&tld, ACAM^tUe, ACAXXf 

its® g . a c a stm^ h , a c Ammrn i mmnmn^ mm^ f^ 

b-^^^ffl^T^t^;:i:^J:U. (PRA) 3f^©j';|iC>f)f>H 

KJ:S*fciai]tt^ TsujitaT.^CDm-CBiociiLni. 
Biophys. Acta, 877, p50-60 (1986)) lZ££t. k'-^WtliPRA ; 0.625-1.25 mg/kg 
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pl3*18<1996)) ©"Cfls£«Ja, fa, c> d, e, f\ g, h, i mmiT&ZttmmiSft 
(»$J9) (II) 

T^yU:, ( BEZ ; 3 mg/kg) , fi 3mm Wb£tlc ; 0.3mg/kg, 

4b£tld ; 0.3mg&g, fls£ft|e ; 3mgfeg. <\&®g ; 3mg/kg, fbMlh ; lmg/kg. fb£% 
i ;lmg/kg) s h&hHiBEZJktfp 3mm tffr&^c, fl^d, Yk^Je. fb£0j 
g, ^t)h, 4b#$Ji) <Df#JJ3 (#S#»ilifiBi:llb) ^aipS^U:. 
MU jfiU&efur-g *ns h y -/y -t^-r K &«l£L/;:. bez , ft£4Si c , fb£& d s 

^^»e, -fb^g, it&Mh. its® i asmst&Txt. mmcm^hn^^tzco 

imU BEZMIbtic, BEZ&tflb£&dL BEZXtffb^tte, BEZM 
^tJg\ BEZ^b^Bh. BEZ^mb^t)i©#»-^m hy^y-tr^-r 

mmmm%, mmm. mmm* mmms&tttz. 
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1. ffinvyfil t;7^SP«llt 'J^-tim MiRW-trPh->»WI 
*y>Jgffi44&#8U, HMG— C o A»7E£ttl&5fflL ^n7^7- 

2. /3 3«^'i4^%i-6^^w; Tia<*)-«, a) Htos (id ttzix 

m (in) ^snsikim x&?ftb0m^?nfrx*&mmu~$m<DfemL 

rim (i) ; 



*>t.U<f*Sl oT^Tfc cUvKfH^ flSB&T^US, ^>> ; ^ 

IMf (NH) ^^lifli^JS^&^-r. *ii^^^^«r«i*i-S. ] Tv^n^b 
(II) ; 




NHS0 2 R 2 



(I) 
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RHt&mffi-r&tdi.* R'tzfcmm^ wfym^ 7\mm, * 

NHR\ SO 2 NR ,0 R i0 ' £/d*~hP«**-r. ffiU R 9 te*2*I§B^ pWI/ 
^ S O 2 R 3 1 , jfcJl'S ;k8£/c&C ONHR 32 ' £>r< U R 1 1 tttB&7A"*>14k 

S££-&NR i0 R !0 ' &^t<, R {0 ^J;t/R !0 'TO-^tb<^M:«oTivr 

-m, Oil) ; 




yV)&4i/iL 7$ smut* vh****mz&u R«i&mm^ fch'p*-^ 

NHR \ SO 2 NR l0 R !0 ' t^(i-bP»^r, ©U R'^»>7-, 
SO a R n , *^;l**fcfcfcCONHR ,r R 11 I«7M.'^ ^> ; ^> 

li/;ttNR 10 R 10 ' fc^t. £tz, R s °fc <k R 1 °' &m~'fr& l> < (*E<< oTl vc 

fcivvjgWflBK f&M7^^; ! /S*/cli^>^«'4^1" 0 R 5 2 ' ^&«7 

ism mmm~T. mmmtt** * u ym& u w a*ia-?£fci£ 

#fcteKlfcBm T^yi 7^f-^7 5 J&ifd&mM:**'?,, &tz> W *MfU>S 

R 1 R 1 6 &v ^fcJtfc^Ft', R 37 ^J<I»7\ 7-^S, 7+:r-^7 
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4 . fits U M77^t- k JSlt^^y^X i«7'D KA. \) > x h ;p 

&£ Z £ Mi:tSi^ 3 {iiaio^m 

<b&SffiM; UMi^n^wm^fc, /3 3$$^£#T6fb^fc*^&< £t£toz t k 

mit-rummmi^mm i x&2 ©<, ^ti^cEaomm 

s. *;7$ymm&mm ^h7?>, fan^^ 

777^>©^ r^ft**?** C fcflHSfc-rs 6 X& 7 GDI 

9. v^Mi^fij^ b ^ >-e&s 1 1 mmt-t&mm. 6 ? © 
i o. v^-mmmt, 0 mw^m-t^mt *&%<t tmjzt^mt 
1 1. v^-mmm # vjvx* v b-u&zzt *tmtt2>m#mxi& i o<^ 

1 3 . MiKim? o b - >mkwm$\i)K =$■ x -t?^ h ^ u x ; s d ^ x 
3 >v$>z>z t *mit tmm. 6x&i 2 <m 

zzh xx y >^tttaJcWJ*^^^J: uii^^tm, 0 3iwiut6it 

&tJfc *Ks< 4:fc£tM i'.t& I! MW#^^|-e^eW^Jg 1 X&201 vf*i 
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i6. 4w)>$m&mt* $ 3mm&*-4t?z<t^t*fr&< £*>£®zt* 

-H^U-K ^^^FW^^»t5 

ts^jg 1 4.m 1 6 i~wm®m. 

is. -f 0 >#$M©i#JK y^y^v^Yx^z.t^W^t t & 1 4 x 
19. -r >.x u >ftmzmu>K ww - k -^t^u k, ^ *# x > =■ m>* z t 

22. a^^y- tfflWJfc, ^3f3^t*rr6<b^«i:«:^«c<fctdt^fc 

^TOii-rsw^jg 1 4 tcgEi^m 

2 3. a^Jl/ir>^~ tffl*fflj& 7il)V#-7>* *K^UjK-*, b~;k 
2 2izfmcM^IL 

^iHHtftoif i 4 Ksem<«m 

26. -f>7.u>^«#»; vuw mmm?^ d^'-j^/x 

MCC--5 5 5, GI-26 2 57 0, JTT 50 U KRP-2 9 7«C>« 

2 7. Y >7> U >»«€#i^\ a * 7>'C&6 d H £«>:tS3fi;M 1 4 X 
(i2 5(I|Hm©^a 

28. o^j^mmmui Mcc-555, 01-262570, jtt -50 

1 , kr p - 2 9 7 -o&s c t m&t-tm-m 1 4^2 5 cewtt 

29. HMG-CoAW$« :nr7-f/7-ba'i & 
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30. hmg-c o Ammmmmit, fi3m6m&&tGfcGto£*&%< tp^ 

31, hmg-co Ajs^mmm^\ Ty^T^X ^X^7s#^X 7;WU^ 
^X 7boA7>#^X -IrU/U^X ^;U3?f>; S-4522 T*&£ £ £ ^Wkt-f 

3 2. hmg-c oAaTc^iiwM y^/u^^>^6^.^fe^m>rt6if^ 

33. iimg co AmmmmmiiX -^x^t^x 7;i^x^fx tvd/sx 

^?f>., irUAx^X -X/U^X S-4 5 2 2*C*5C:fcfc1^fc-tSB&#fi2 
9Xtt3 0(IIB«fe©^^ 

34. m-i'A-y^mmt, $ 3Pii««o^^<H^:j:w 
■e** c a %^ii-6§t« 2 9 ;m 3 6 caamctfMt, 

3 8, ^D7-f7*7-F S&S&Jjb^if "7 -f 77 - b "C&S - i: £ 1" § BMU 2 9 X 

3 9. -□f->$^£ij^ /3 3«^W-tirft^tlt^^< £t>&L*Z£%tm 

40. =^^ymmmii\ =^¥ym --tru>-7k ..^□f>i?h37 

x D~;Ke&£ C >: *r!Mi:1-6«SI 2 9 Xl±3 9 KI2»^«o 

4 1. jftn U *7 7-5 i»ta }c:>9M 

-YXXUX <f >X1) >7>«M ^7*77^ K a7';V::i^^ tift i' 

Xxy>Sjfi#^M#l HMG-C oAii«#ffiMi ^-T^X^^« 7n37r7'7 
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-1^; (in) T^Stl&fb&t^ X»*n&^^t^^**M#E 4 1 {rgHtfecO^ 

m 

(I) ; 




7*4* NR 4 R 4 ' . -hDaifeli^T./iit^r.'*^ RW^WK^, iPSttT^^ 

g^m-? (nh) j^wttw?***. *(i»-Hi*ts, 3 T^ti^b 

tt£ (II) ; 




R'BjWWKMfctt* fvO^MU R'ttteWm ^n^vii^ tK« 

NHR 9 , SO,NR !0 R 1B ' ^/i^PS^t iiU R 9 l«H : f\ ^f"^ 
& S0 2 R". ?J-^M*/di:CONHR [J ' R 1 1 tefflT; ^>>'A- 
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-JfeS (III) ; 




NHR 9 , SO 2 :NR i0 R !0 ' */cf^hDM^t fiu R 9 (fcf^^ 
^ S 0 a R 1 1 , M < JIM * tz l±C O N H R 1 2 ' U R ; ! * > 

S£/i&NR 10 R 10 ' £^1". R 10 i>ctt?R 10 lilnl-^t; U < t*£l ^CI^oT^t 

^ffck^jl-?, 7-fe^i/7^y»*/cfj7i<Ktv^1- 0 w awi/>s 
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4 4, *;7z>mmwm%i v^-mmi &*twm*v h~~ymwwmm 
mm. 

ii4 2 ^w(wia^a)^m 



40 



INTERNATIONAL SEARCH REPORT 



I Ir.icrratsonai application No. 

PCT/JPOl/00553 



a. c; as^hcat;on or sl:&.i£C ; -matvbr 

iPt ri" A61K4 r ;/06 31/403, 31/343, 31/381, 31/445, 31/216, 31/22, 

31/337, 31/13, 31/702, 31/195, 38/28, 31/426, A61P43/00, 13/02, 
3/10, 3/06 // C07D209/88, 333/76, 307/91 
t« into i . ; ; v „™, 



: M f.OS AR ; ..riED 



rv:^-,;:-,-:::-.-: ;i:v h:*:i:.P;O i: i! .- Ci.'.'d ■ ob ;:.:fll £1-50.': HvSlfSVi ICilOwiiJ by elaSSifscaltOli SVHlbols) 

Pit- CI 7 A6^K45/06, 31/403, 31/343. 3.1/381, 31/445, 31/216, 31/22, 31/337, 
31/18, 31/702, 31/195, 38/28, 31/426, AS1P43/00, 13/02, 3/10, 
3/06 // C07D209/88, 333/76, 307/91 



l>^iciii^lar^ci>^; uu:: tmxumur, doooro.entation to the extent that such documents are i«chid«<$ *r. the fields searched 



! ioc;'-on- data the n;:entro.,,;o;i -ecuxh : :-.ar l; <: n,, se and. v.h;-:,- pr.uri :c:ai:-le, search terms used) 

CAPLUS (STN) , MEDLINE (STN) , EMBASB (STN) 



(« , s NSIDLRI ' ! s > \r 



Citation of document, with indication, where appropriate;, ot the re' - < 



Relevant to claim No 



So > i- 54~' Al (SmithKline Beeeham P.L.c), 
13 Kay, 2000 (18.05.00), 
especially, page 3, lines 18 to 19 
(Family: none) 

& Database CAPLUS on STN, American Chemical Society (ACS) , 
(Columbus, OH, USA}, DM. 132:343329 

WO, 98/09625, Al (Eli Lilly and Company)',' 
12 March, 1998 (12,03.98), 
especially, page 106, line 18 to 20 
& BP, 827746, Ai & US, 6140352, A 

WO, 98/32753, Al (Merck & Co., Inc.), 
30 July, 1998 (30.07.98) , 

especially, abstract, page 29, line 11 to page 30, 

line 21 

6 BP, 968209, Al & US , 6011048, A 

WO, 98/18481, Al (Merck & Co., Inc.), 

07 May, 1998 ( 07 .05.98), 

especially, Claims 3 & 15 

& EP, 969852, Al St US, 5908830, A 



further documents are listed i« the continuation of Box C. Q See patent family annex. 



Special categories of" cited documents: 

r-i ■':■.!!:■■::.■ ■.••.:'i:ti"» lite ,;cn-.h.i ef «P,-.h ::■ :.a: 

considered to be ofpntkubr relevance 

earlier document but published on o; atter the international filing 

document which may ihfow cieubis on priority cl»iro{s) or which is 
cited to establish the publication date of another citation or other 
special reason (t» specified) 

e;)cc;:'.et!t rc:c:y,n>; '■■■> ■■'■• l> . disc '■<■<.:*:■.. use. e.th.t.ntion cv o::ir:r 



T ! .u;c: doee:::e::i pah! rv nPem.n.VCd filing tieSC Or 

rjrioray not i:-. ..on!;:.-; v,i;i: P.- appii-^sicri b:u died to 

understand the principle or theory underlying the invention 

' X" docn:.',,r.' .•..t'er.it:r:-. ; ;.ir.'c:<;v.:0.^-, the cir.-.rv.e-.l i;:v t ".:i,'.n can-',! hi 

considered novel or eanno-. be considered to involve an invent: ve 

"Y" d'Anment of p&nicuiar relevance; the canned invention cannot bi 
v. v <• - < ' . i ^e accomeM is 



. o - v, ? search 

21 March, 2001 (21.03.01) 



; Date ,>:' rnaotne c,f :hc tttton-atiot:;-! search report 
03 April, 2001 (03,04.01! 



: and mailing address of the ISA/ 
Japanese Patent Office 



I Authorized officer 



Forw PCX7fSA/2iO (second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP01/00553 



C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT 


Calory* 


Citation of document, with asdicanwt, where appropriate, of the relevant passages 


Relevant to claim No. 






1,29-40 




0 5 Feb r. nary , 1398 ( 05 , 02 , 98 } , 

especial)./, abstract; page 28, line 30 to page 29, - 

fe^BP, 915847, Al & US, 5705515, A 

6 US, 5561142, A u JP, 2000-516593, A 




X 
Y 


WO, 97/46556, Al (Merck & Co., Inc.), 

11 December, 1997 (11.12.97), 

especially, abstract, page 37, lines 9 to 20 

& EP, 906310, Al & US, 6034106, A 

& JP, 2000-511903, A 


1,29-40 




WO, 93/22277, Al (Zeneca Limited), 
11 November, 1993 (11.11-93), 


1, 14, 20,21, 
25-29,29-40 




espscially abstract* page 5 linss 18 to 23; T53.CT6 &, £,Yi& 

last line to page 7, line 10 

& EP, 591503, Al & JP, 8-501770, A 


2 


X 
Y 


EP, 565317, Al (Zeneca Limited), 
13 October, 1993 ( 13 . 10 . 93 ) , 

especially, abstract; page 3, lines 48 to 52; page 4, lines 
19 to 25 

& JP, 6-25119, A 


1,14,20,21 
25-28,29-40 
2 


X 
Y 


EP, 516349, A2 {Imperial Chemical Industries PLC) , 
02 December, 1992 (02,12.92), 

especially, abstract? page 4, lines 20 to 23; page 4, 

& JP, 5-148196, A & US, 5393779, A 
$i US ^434184 A & US 5480910, A 


1,14,20,21 
25-28,23-40 
2 


X 
Y 


EP, 516350, A2 (Imperial Chemical Industries PLC), 
02 December, 1992 (02 • 12 > 92), 

especially, abstract; page 3 , lines 48 to 51 ; page 4, lines 
18 to 23 

& JP, 6-87801, A 


1, 14,20,21 
25-28, 29-40 
2 




I'lQ : ~4 / 1 4 1 A'i (A^ahi K'-se - ' Koo-yc Kabusniki Kaisha) , 
14'' January, 1999 (14.01.99), 


1,6-40 




especially, abstract 

& EP, 997458, Al & US, 6172099, A 


3-5 


X 
Y 
A 


WO, 99/51564, Al (Ftrjiaawa Pharmaceutical Co., Ltd.), 
14 October, 1999 ( 14', 10 .99) , 

especially, page 37, compounds; in formula (Vlli) 
& EP, 1070046, Al 


' 2 

3-5 


Y 
A 


JP, 9-249623, A (Asahi Chem. Ind. Co., Ltd.), 
22 September, 1997 (22.09-97) , 
especially, abstract 

& WO, 97/25311, Al & JP, 2000-239255, A 


2 
3-5 




& Ep! 882707, Al & US, 6037362, A 
St US, 6187809, A 











Form PCT/ISA/210 (continuation of second sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



International appiication No. 

PCT/JP01/00S53 



8ox i Observations where certain claims were found unsearchable (CoRttaaarfot! vi iffm 3 of firs; sheet.) 

This international search report has not been established in respect of certain claims under Article J?{2£a,$ for the toitowing reasons: 



because they relate to subject matter not required so be searched by this Authority, namely: 

Claims 41 to 46 pertain to methods for treatment of che human body by therapy 
and thus relate to a sub j ect matter which this International Searching Authority 
is not required, under the provisions of Article 17 (2) (a} (i) of the PCT and 
Rule 39.1 !iv) of the Regulations under the PCT, to search. 



2. □ Dates Nos.: 

because they resale to parts of the miematiorsa; application that do n:n comply with the prescribed requirements to such an 
extent that no meammttuj :«:.crt:ant>ndl search can he earned out, specifically: 



□ Claims No,: 

because they a:c ri'-petiOur;! ciUim^ :>r.c : .-.re act cui'dal ;n ;a u«Ln.;e ws;h ti-e second t-mi tror-:; 



Box II Observations where unit)' of Invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international appli 



1. [] As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

2. Q A s ait searchable claims could be searched without effort justifying att additional fee, this Authority did not invite payment 

of any additional ice. 

j. O As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



2] No required additional search fees were timely paid by the applicant. Consequently, this international 
search report is restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q IH.e « C ■> " > > \ - ^ \ , t " ^c * ■ „ p;i rant's pretest. 

| | No protest accompanied the payment <:•!' additional scatc-h fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1992) 







PCT/JP0 1/00 5 5 3 


a. ms-nm-rMmeym mmmt^m (ipo ) 






in;.. Ci' A61K4H/06, 31/403. 31/343, 31/381, 31/445. 31/216, 31/22. 31/337. 31/18. 33/702, 31/195, 38/28, 31/426, 
A81P43/00, 13/02. 3/10. 3/06 // C07D2C9/88, 333/76, 307/91 


b. &mz?rvtc.m 








Int. CV A61K45/0S, 31/403. 31/343, 31/383. 31/445, 31/216, 31/22, 31/337, 33/18, 31/702, 31/395. 38/28. 31/425, 
A61P43/00. 13/02.3/10,3/06 // C07D209/38. 333/76, 307/91 






afctir-^'<-?. or-*"*-*©**, mmzmiLtzmm) 




CAPLUS(STN) 


MEDLINE (STN) , EMBASE <STN) 






c. mm-tz km&btizxM 


$\%xm<n 


ilfflim gi£zJMgMii±&i 






P,X 


W0, 00/027434, Al (SMITHKLINE BEECHAM P. L. C. ) 
18.5^.2000(18.05.00), fafc, #3 KfB 1 8 - 1 9frB 
(7r 5 !/-4L) 

& Database CAPLUS on STN, AMERICAN CHEMICAL SOCIETY (ACS), 
(Columbus, OH, USA) , DN. 132:343329 


1-40 




□ --^y h 7r -5 y ••• •n9et-6»j«s*^re. 


r aj mzm'&<7>3bzxmr*tete< . HRwaw*!***-*- 
xm (ai**rfti-) 

roi qSBfc.fcaiM*K H*«fc«&-f5X* 


r t j E^ffiJia a x im% u ® csas $ *t a o r 

rxj »fci»ig©;fc*XiifrT?*o-c, 3tt:fciR«>*-e»»i 
»«f «ttx wt jb <t ^ t # *. e, n a t 

ryj wiwBBjgofcaxitt-cfcoT, afltfttt&teonji 
±v>x$kt<n^ aitictoTaffl-e*s»*4i; 

r&j H»v<yyh7 r o-*tt 


i f:. I! 

2 1. 0 3. 01 


BRII&4ft#*>8i£B 03 0401 


z*mwm? c r sa/j p) 
mxrnn- ioG-8915 


,, !: m ms '/vU 


! 

i 4 C | 9 4 5 5 


ft® 3 4 5 1 


W Ktta«M ET H 4 # 3 * 


mtS#^ 03-3 5 81-1101 




S &/ 2 10 (m 2 -<"- C '5 ( l 9 9 8 «F 7 ; 


) 





ku \ mntmm * p c t / j p o i / 00553 



c m±) ■ 


W»-f**BJ!>fe*vSX» 








mm¥i 








X 


I . s - ^ 3^. 1998(12. 03. 98) 


1, 14, 15 


¥ 


$ 1. 0 6 MB 18-2 Ofjg 


2 




& EP, 827746, Al k US, 6140352, A 




X 


WO, 98/32753, Al (MERCK & CO. , INC. ) 30. 78 . 1998 (30. 07. 98) 


1,6-40 


V 


mc. Abstract, % 2 9 HIS 1 Iff I3 0I12 IfxS 


2 




& EP, 968209, Al & US, 6011048, A 




X 


WO, 98/18481, Al (MERCK & CO. , INC. ) 7. SM ■ 1998(07. 05. 98) 


1, 12, 13 


Y 


Claim* 3 & 15 


2 




& EP, 969852, Al & US, 5908830, A 




X 


W0, 98/04526, Al (MERCK & CO. , INC. ) 5. 2M . 1998 (05. 02- 98) 


I,29~40 


Y 


Abstract, % 2 8 JCSB 3 Oft-% 2 9 JC3S 5 ft @ 


2 




& EP, 915847, Al & US, 5705515, A & US, 5561142, A 






& JP, 2000-516593, A 




X 


WO, 97/46556, Al (MERCK & CO. , INC. ) 11. 12 M . 1997(11. 12. 97) 


1, 29-40 


Y 


Abstract, RXfi. H37HIS9-20?tB 


2 




& EP, 906310, Al & US, 6034106, A & JP, 2000-511903, A 




X 


WO, 93/22277, AKZENECA LIMITED) 11.11^.1993(11.11.93) 


1, 14, 20, 21, 




Abstract, ^£5 WW 1 8 — 2 3ft g , St) 5 , 1£6Wfcft — W> 


25-28, 29-40 


Y 


7MkiofTg N 


2 




& EP, 591503, Al & JP, 8-501770, A 








1, 14, 20,21, 


X 


EP, 565317, Al (ZENECA LIMITED) 13. 10J3. 1993(13. 10. 93) 


25-28, 29-40 




mt-s Abstract, i3Ii4 8-5 2ffl, ^41^19 - 


2 


y 


2 5ff @ 






& JP, 6-25119, A 




X 


EP. 516349, A2 (IMPERIAL CHEMICAL INDUSTRIES PLC) 


1, 14,20,21, 




2. 12^.1992(02. 12. 92) 


25-28, 29-40 


Y 


Abstract, Rtf* W*4n%i2 0 - 2 3 ft® , mMB4 


2 




8-5 4tfS 






& JP. 5- 148196, A & US, 5393779, A & US, 5434184, A & US, 5480910, A 




X 


EP, 516350, A2 (IMPERIAL CHEMICAL INDUSTRIES PLC) 


1,14, 20,21, 




2. 12^-1992(02. 12.92) 


25-28, 29-40 


Y 


Abstract, « 3 JCS&4 8 - 5 1 ft ® , ftt* ^4K» 


2 




1 8-2 3tt@ 






& JP, 6-87801, A 





«StPCT/I SA/2 1 0 <$B2-t-v?©tt*) (1 9 9 8¥7£) 



Bnmir£tt$ [ mmm#% p c t/ j p o i / 0 o s s 3 




Jill I ft ' £(B _ 











X 


WO, 99/01431, AKASAHI KASEI K0GY0 KABUSHIKI KAISHA) 


1,6-40 


Y 


14. 1^.1999 (14. 01. 99) 


2 


A 




3 5 




A RP OiQlAz.R At & !N #>1?9fiQQ A 
& c.r , yy (too, ni ct uo. aiii>vij,n 






WO, 99/51564, Al (FUJISAWA PHARMACEUTICAL CO. , LTD. ) 


1,6-40 


y 


14. 108. 1999(14. 10.99) 


2 


A 








k EP, 1070046, A 1 




X 


JP. 9-249623, A0iI«XJil£*^|f:) 22. 9^ . 1997 (22. 09. 97) 


.1,6-40 


Y 




2 


A 


& WO, 97/25311, Ai & JP, 2000-239255, A & EP, 882707, Al 


3-5 




:& US, 6037362, A k US, 6187809, A 





«PCT/ISA/2 IO m2'<™Vom£) (1 9 9 8¥7^) 



SBRHSfftUr mWmB9 PCI j P0 1/00 55 3 



1. U fj^cDOT 41-46 tt, r©HiW3B«H4*lll**i-Si.i:<:llU*v^*f«fcff«f)©-e*>C. 

»*0«Sffl4 175M46«, ?ai(a5A*©Wfel:S^t, PCT17*(2) 
(a)(i)&t>*PCT$Slj3 9 <iv) «3, r OlWii^«^f§ - £ 



juaijgBgi^^ a ~ „ 



© SfSlfrt 4- ;.k ^ ft 3 . 0 ~ .. 



4. ['"I U3l@A^^^^iiJB^S¥»^»)Wrti-^#U/j:^»ofc©-C, c©li$W&«3Hi, ^©i&PHro&ligKffi;** 



«?CT/I SA/2 10 (®ls<-i?<Dffim (1) ) (1 9 9 8^7/3) 



